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TABLE 8
PN 290-110 STUDY 8301
SUMMARY GF BASKGRQUND VATA

ALL CENTER!
VALID ¢7'C PARTIALLY VALID PATIENTS

VARITABLE / TREATMENT
CATEGORY | STATISTIC SMG. 10 Ma. 15 MG. 20 MG, PLACEBO TOTAL
Y Y Y Y R YN Yy L X ) PP AW eSS - L X XX X W N & N} L X 2 X X X X - e e L N X X N I N L U-q- LY B X N % B K X 4 3
AGE (YEARS) <
N 39 33 99 a1 a8 198
MEDTAN $3.0 53.5 $3.0 $3.0 43.0 53.0
MEAN $2.9 51.3 51.2 52.2 438 51.5
STD 10.58 12,07 10.50 .38 17,08 10,00
HIN 34,0 22°9 240 310 270 22.0
MAX 7350 74.0 §9.0 6390 77.0 170
F( 4,193) = 0.490,
“Ex PROB'> F «0.7438
MALE 29 { 74%) 78 l sax} 28 ' O N2 TR { 73:; 143 72:}
FEMALE 10 { 26%] 12 { 32x) 1o { 28%) 12 %) 11 { 277 sS { 23%
TOTAL 3s 38 39 a1 41 198
CHI-SQUARE ( 4 DF) = 0.51%
eace PROS > CHI =0.9720 ‘
CAUCASIAN 17 4L4%) T A2%) 16 ¢ 41% 20 ( 92{ 14 ( 34 83 ( 42X
NEGRO 22 | 56%) 22 { S8%) 23 [ Ss%)] 20 { 49%} 27 { 66¥ 114 ( 58%
AMER . INDIAN 0 0X 0 g OZ‘ [/] { Oxl 0 OZg 0 ( 0X (] X
ORTENTAL (/] 0xX 0 [1}4 [+] (42 4 0 o% 0 0% (<] 04
OTHER ol o) o ox) ol ox i o { 0%} P 1%)
TOTAL 39 38 39 a1 at . 108
CHI-SQUARE ( 8 DF) = S5.876
PROB > CHI =0.6499
HEIGHT {INCHES)
N 39 38 39 a1 41 is8
MEDIAN 88.0 87.5 68.0 88.0 89.0 68 0
MEAN 7.8 (.3 8 6s.0 67.¢ 8.5 st O
STD 3.08 3.74 a8 3.83 3.54 3.60
MIN 82.0 62.0 s1.0 60.0 62.0 60.0
MAX 730 . 76 .0 76.0 760 7.0 7.0
F( 4,193) = 0.380,
PROE'> F =0.3353
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TABLE 7

PN 200-110 STUDY NO, 301

{ MEAN DAILY DOSE (IN 4G)
- VALID PATIENTS
PN 200-110 Randomized Treatment Group
S mg 10 mg 1% mg 20 mg
Week 1
N 35 34 33 41
Mean 4.94 4.95 4,82 9.88
S.D. 0.37 0.37 0.45 0.88
Min 4.29 3.93 3.93 6.50
 Max 6.07 5.7 6.25 12,86
Week 2
N 35 34 38 41
Mean 5.00 9.85 9.39 13.46
S.D. 0.20 1.21 1.47 3.49
Min 4.29 5.00 4.29 4.69
Max 5.42 12.86 10.71 16.88
Week 3
) N 35 34 38 41
’ Mean 4.87 9,38 13.53 17.50
S.D. 0.24 1.3% 3.14 5.37
Min 4.06 5.00 5.00 4.29
Max 5.00 10.71 16,50 25.71
t'eek 4
. N 35 34 38 41
Mean 4.90 9,26 14,33 17.17
S.D. 0.34 1.57 3.94 5.03
Min 3.57 5.00 4.64 4.79
Max 5.71 10.83 30.00 21.43
Week 5
N 35 34 37* 41
Mean 4.88 9.45 13.88 17.07
S.D. 0.22 1.60 3.4 5.22
Min 4.29 4,77 4.64 3.21
(_ Max 5.00 11.67 24.64 22.86

+patient No. 254 failed to return the medication bottle for

Week 5 so his average daily dose could not be determined for .

this interval.

011"%
07-02283 _ _




TABLE &

PN 270-.10 STUZ kO. 301

MiAN DAILY DOSE (IN MG)

VALID AND PARTIALLY VALID PATIENTS

PN 200-110 Randcmized Treatment Group
5 mg 10 mg 15 ng 20 mg
Week 1
N 39 38 39 41
Mean 4.92 4.90 4.91 9.88
S.D. 0.42 0.40 0.44 0.88
Min 3.89 3.93 3.93 6.50
Hax -6+07 5+ 6:235— 12-86
¥eek 2
1 38 a7 39 41
Me an 4.97 9.86 9.41 13.46
S.D. 0.22 1.186 1.46 3.49
Min 4.29 5.00 §.29 4.69
Max 5.42 12.86 10.71 16.88
Vee). 3
N 38 34 39 41
Mean 4.86 9,38 13.57 17.50
S.D. 0.25 1.35 3.1 5.37
Min 4.06 5.00 5.00 4.29
Max | 5.00 10.71 16.50 25. 71
teek 4
N 37 34 38 41
Mean §.86 9,26 14,33 17.17
S.D. 0.39 1.57 3.94 5.03
Min 3.57 5.00 4.64 4.79
Max 5.71 10.83 30.00 21.43
Week S
N 35 34 37" 41
Mean 4,88 9.45 13.88 17.07
S.D. 0.22 1.60 3.41 5.22
Min §.29 4.77 4.64 3.21
Max 5.00 11.67 24.64 22,86

*patient No. 254 failed to return the medication bottle for

Week 5 and his average daily dose could not be determined for
this interval. )

0118
07-02284
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e we owd

. JMVESIIATOR,

~NVESTIGATOR INTERALTIONS
THC ATEAU PERIOC - VALID PATIENTS

‘ B "L Tresteamt u
Beseilne Heors (Semple Size) Mesn Charge Feos Gasell Teestaet x [Trestwent » Time w
Towestigetor Time lavest igator
™~ 200-110 M~ 200. 110 Interect forn [Intersct fon]Intecect lon
Vetimles Investigator
3 eg 0 ag 15 ag 20 mg Plscebo 3 ag 10 =g 15 ny 20 g Placebo P-Vel-w P-velue P.velue
Supine L 130.2 (6) 167.2 (3) 169.7 (7) 160.0 (6) 154.0 (6)] «18.3) ] <25.97 ) -28.67 } -26.9 0,11 8132 +$067 R
Systolic 14 121.2 (3) | 162.4 (5) | 19,3 (¢) 152,2 (6), ) 130.7 (6)] .9.87 | 20,77 | -12,78 | -18.C 2,718
¥.P.(mn Ng) [ 134,93 (6) 147,72 (7) 150.3 (9) 132.0 (9) 145,9 (9)] 18,78 } -v7.62 | <21.30 | -22.%7 -3.8%
/] 163.6 (9) 1€5.0 (7) 161.0 (7) 152.4 {9) 1494 (7)) <19.50 | 24,19 | -20,43 | .20,78] -2.V9
3 149.3 (5) | 70,9 (&) § 161.4 (&) ] 34,3 (5) | 3.8 (3} .9.27 | .29.29 | -%%.718 { -v2.03 -t
F 160.0 (3) ] 133.3 (6) | 163.6 (3) | 155.2 (6) | 156.0 (6)} -23.93 ] .v7.97 | 32,47 { .20.8 9.7
Suplne A 104.3 (&) | 103.0 (3) | 10a.9 (7) | 104.8 (&) | 106.2 (/)] —12.33 | 1073 | c1a.57 | 19,8 -5.20 94993 7304 0320
Ofestolle ] 102.0 (3) 103.2 (3) | 102.8 () 102.0 (6) 102,8 (6){ -11.20 19,60 § «17,72 | -18.0 -4,.50
8.0 .(em Wy} < 04,3 (6) 103,80 (7) { 1021 (9) 102.7 1Y) 102,3 (9)] -14.09 | «17.7) -20,70 | -20.44 -9, 13
] 104.4 (8) | 105.6 (75 { 105.3 (7) { %06.0 ?9) 108,1 (7} -15.96 | -20.10 | -17.67 | ~17.7& -9.24
[ 4 103.1 (3) | 106.0 {a) 102.3 (8) | 102.6 (3) 105.6 (3) -9.27 | -19.62 | ~13.04 | -14.67] -8.63
F 104.0 (9) 104.3 () | 103.4 (3) 102.% '¢) 103.7 (6}] -19.93 ) -16.09 | ~16.93 | -14,.09] «~7.61
Suping A 74.3 (6) 700 (%) 9.4 (7) 73.8 {6) 71,0 (6) 1.6? .m 1.29 1.0 -1.89 6293 B Al 8111
Pulse 8 726 (3) | 17.0(3) | 0.7 (&) | 7.7 (&) | 3.3 (&) e 0.80 6.3 3.83 1.67
(daots/ain) c 0.8 (¢6) 74,9 (7) 80.6 (9) 78.1 (9) 716.6 (9)' .3.04 4.48 .07 L.41 -1,37
[+ ] 80.4 (B) 76.4 (7) 76.7 (7 76.4 (9) 7%.% (1)| 8.98 6.%? .M 4.20 0,21
€ 82.8 (%) 31.0 (&) €8.3 (\) 73.6 (3) TAL2 (3Y .0.07 .82 6.\7 0.80 «3.20
¥ 7.4 (%) 77.3 (6) 79.0 (8) 78.0 (6) 76.8 (6) 0.3 1.5¢ «0.73 ~4.22 1.61
Stending a4 148.0 (K) 161.6 (35) | 1549 (1) 44,2 () 136.9 (6)) -17.40 | -24,2) | -2%.9D | -26.22 2.83 246 3134 906
Systolic ] 130.0 (3) { 15%.4 (3) | 153.2 (6) | 15n.8 (6) | 132.7 (6)] -s.0n ] .t1.0n ) <1700 | -17,22 -6.61
0.7.(em ¥g) c 120.2 (6) 147.3 (7) 150.1 (9) 148.1 (9) 143,3 ($)] -30.67 ) «13.67 ) -24.24 ) -16.6? 1.07
[} 161.1 (0) 156.3 (7) 138.9 (7) 149,48 (9) 143,01 (7))} -t8.20 -720.9% | -25.86 | ~20.04 4.3
€ 130.8 (3) | 160.6 (a) | 135.9 (3) | 146.6 (3) | 195,2 (%)) -12.00 | -19.% | -18.20 ~6.87 4.8
4 136.0 (3) 136.8 (&) | 158.4 (3) ]| 151.% (6) 151.7 (&)} -20.€0 | -23.61 | -27.a7 | -20.28 «8.64
Stendling L} 99.5 (6) 105.4 (3} 9.9 (7) 99.3 (6) 92,2 (6)] -12.06 | 14,30 | -15.76 | 16,11 1,6t +.98%8 4212 4783
Clestollc (] 101.8 (3) | 106.6 (3) | 104.3 (6) | 105.2 (6) | 102,0 (6)| -7.67 | -15.47 | ~18.00 | -18.22{] -1.5¢
8.7.(en ¥g) < 105.3 (6) | 103.9 (7} | 102.2 (9) 10z.4 (9) 101,93 (9), -13.11 | 15,10 | -18.67 | -17.92 -3.89
(1] 102.8 (8) | 103%.9 (7) | t06.4 (7) | 108.7 (9) | 1019 (7)] -10.12 | -16.09 | -16.32 { -17.04 -7
B 3 108.4 (3) | 113,39 (4) | 315,35 (3) | 105.9 (5) | 193,09 (3)] -7.97 { -20.08 } -17.00 | -13.63 -4 .40
r 108.8 (3) | 1035.0 (&) | 103.6 (3) | 107.0 (6) | 103.3 (6)) «13.07 | .v7.72 | 15,47 | 8.1 6,36
A 80.0 (6) | 80.4 (3) r» (N 86.0 (6) 79.7 (6) 3.94 7.07 0.7 2,41} -35.3y 5728 9636 9390
Stending [} 86.6 (3) 80.2 (3) 719.5 (6) 4.8 (6) 23,3 {6) 1.60 0.20 028 4,72 1.3
Pulse C 4.0 (6) 80.0 (7) 83.8 (9) 80.7 (9) 80.4 (9)] -2.94 5.62 0.74 vel” -1.4)
{baets/aln) ] 09.4 (9) 90.1 (7) 06.7 (1) 04,6 (9) 85,4 (7) 5.60 2.9? 7.02 3.7¢ 0.33
€ 93.6 (3) 80,3 (&) 6.3 (3) 78.8 (3) 84,0 (3)] -0.20 1.92 £.22 0.40] -2.9)
4 84,8 (3) 82.0 (6) 5.6 93) 40.5 (6) 83,7 (6)| -2.27 3.0 3.9 7.28 1.4
[
o
bt
o
w .
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TARE 0
Me 200-1% STUOY NO. 301

SUIGARY COMPARATIVE RESLYTS FOt BLOKD PRESIURE MO MASEY
BEEX ¥V = VALID AND PARTIALLY VA IO PATIENTS

“
. Raxionlrmd Seselin-. restaemt Pericg
L uiwls Trestsent . of Mesn Chamge s.D. ASJusted
Croup Petioty | Nean S.C. Mean Changett Nagn S.D.
Supine Systoll~ ™ 3Sag » 1£7.92 | 17.94 (-10,400 - 13.99 -9.6 - 187.3 13.62
9.7, (e Mg)
™ 10 g » 159.0 | 14.47 {o11,5000 - 1.66 | -10.3 - 187, | 12,08
L 13
KLY » 138.6 | 20.43 [-12.70e¢ o l 7.8} .11 ~ l to 1158 |12.m
® L]
M2y N 134.0 | 13.32 [-15 1000 ods .41 | -6, o- -l 138.9 ] 12.60
e .
Placato 4 131,35 | .40} 0.9 J 4 .60 -2, s-J J . 150.7 | 5.2
3unine Disstolic M 5w >» 104.2 4,47 [-10.0vee - 7.7 4.2 9.05
! 3.r. (ne Mg
‘ - LA NN BN B o 1040 S0 v 707 ) 93y | 7.7
™13 ag 3% 103.6 | 3.64 | -3.600e - I e ! 9.0a 25,0 8.12
; ™ 20 a9 | 1035 | 3.93 |-t.dees J 6.6t 8s.1 | .2
| Placabo as 103.9 | 4.36 | -a. s-»—l .68 93.4 5.77
|
|
‘ Sutne Bulse ™ s » 78.a | 10,00 | 2.7(¢) 9.18 3.5 - a1t e
|, ver. min.)
; " 10 ng b7 15.5 | 9.06 ] 3.8000 s.12 5.6 - 1.3 | 1r.ee
"5 eg » 7a.7 | 9.2a | 2.5¢) (l) 8.7 2. l 717.2 | o2
- L X 1]
' P 20 ag a 75.6 | 8.22 | a.sven (l).J J 7.51 A.A-‘ J J 80.1 9.23
b . [ ]
E . Placedo s 75.7 | 9.25 | 0.8 9.25 | -0.8< 75.0 | o2
- .
; Staring Systolic | M s eg » 154.2 | 17,45 [-11.4000 1233 | -1003 - TYX I TS
¢ But. (e Nﬂ)
) 10 ng 38 155.3 | 12.77 [.10.0vee - 13.20 | -a.8 - 13 |2
LY 38 154.8 | 18,20 [o12.4000 - 15.65 | -1~ ] ste | 12,4 1356
‘ 3 .
M 22w %) 146.5 | 12.48 [-ta. ,..._ . . J 13,75 | 16,3 « -J 1337 [
.
Placedo a1 146.9 | 17.08 | 0.9 -l 128 | -v.ad 4 w1 s
Lisnding Olsstolie] P S oy 3 103.8 | 6.83 | -3.800e - 6.9 | -e.9 - 95.0 | 10.25
. 5.P. (mm M)
: 10 a9 » 105.4 | 7.61 | -p.200 - 7.8 | -7.8 - $7.2 7.51
P15 ag 3 104.6 | 6.12 | ~6.1000 sde | 7.97{ -6.0 -] Lo . 98.5 | 6.8%
o0
PH 20 ng o 104.8 | S.78 |-12.80ee_ 9.3 | 12,6~ | 2.1 | 107
: oo s‘o J J
Placedo a w20} 9.06 ] vs JJd I 7.00 | 2.8 . 100.3 | e.08
1
Stating Pulse M 35ep » 8.8 | 1053 | 2. - 10.12 2.9 s8.s | 12.m
| tper. atnl)
P 10 o 3 84.0 | 10,12 ] s.9ee o 11.03 898 | 12.62
P 13 ag 38 83.) 6.35°% 1.8 (*) 9.63 l 85.1 0.8
[ ]
ol . 70 ng a 82.7 ] 9.7a t.”ﬂ-‘ 7.69 4.5~ ( 87.¢ | 1c.00
*
Placebo . 3.0 | o3l 4 Jd w7 | -2. o-l .y | 1.0
() p<.10, *pc.03, *opc.01, **9p<.001 Py
ftResults are presented according to randoslzed trestment groud end not doss of PN 200-110 prescribed for Week 1. 0 1 (A 0
+tPiesemted only wen snalysis of covarisnce assusptions are ast.
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TABLE Y
n 200-113 STUOY w0. 301

SUNKARY COMPARASIVE RESULTS FOR BLOO00 PRESSURE AND PULSE
VEEX ¥ ARALYSIS - EVALUATICN ACIOADING YN PRESCRIGED DOSE AQw YNISTERED

VAL ED AND PARTIALLY VALID MAIIENTS

Tolsl Deily

Sasslline

Irestaent Pezloc
varlable Pgescrideg Wo. o7 . Agjusted
beset Patients | mean | $.0. ueen Change | S.0. | wean Orangert ‘ *. an s.0.
Supine Systollc ™ 3eg 16 130.8 } 17,40 Jovniecee o .82 146.9 a5
8.7. (aa Hg) ebe
% 10 a9 at 134.0 | 13.82 J.1s.teee_ .an 138.9 12.60
00
Plecedo at 191,83 | re.a0 ]| -0 A 10.60 150.7 13.2¢
———{-SuptaeDiastetie—f—Fr—3 8y Hé 1940208 Ll e o L e e yarr NCY 4
5.7, (sn MQ) ot 1 obe l
N 10 ag '3} .2 3.95 -u.o"'..l edol 8.6a |-14.3 _i abe Y. s, 20
2%® L1 23
tlacene . \03.9 4,36 { -a,9000.1] 5.50 | ~a.s d .4 s
Scolne Pylse "™ 3 @3 15 76.2 .69 J.10%C 2.00 b P J— 9.9 5.2
(pe:i. ain.) N od
Px 10 ag '3 15.¢ | e8.22 o L .5 4.4 - 80.1 $.28
L X 4 .‘
P acede a1 3. $.25 ] -o.8 .28 | -C.0 =d 5.2 it 26
.ancing Systoltlc Pu 3 ag 118 15a.8 14,85 {13,300 13.70 {-10.0 = - 143,35 1.2
oF. (mm WR) .o ol l
N 10 g a) 148.3 { 12.48 {-12.9° 13.75 [-16.3 ..i ode 20 112
b [ X X
»lacesn an va6.9 § V3.08 0.9 - woze § vy TR ) 18,29
stanging Diastolic) MW 3 mg ws 1.6 | 6.85 [ -Y.vece 7.43 | «7.6 ~ —- 9.8 299
8.7, {ne ”9, . .on le l
fu 10 g a1 .Ca.B | 5.78 uz.e'"-i odef 9 .93 for26 -‘ ede 2.0 ’.82
.80 [ X X ]
Placets a 1w2:z.0] 9.06 ] -r.8 —l 7.0c | ~2.4 J 106.3 1.0
Stanging Pulse " 3 ag 113 84.¢ .3) 3.9%%° *0.3¢ b I 87.2 3:.07
(pez. ain.) ot bl
Pu D eg a 2.7 .74 4.9 7.69 4.3 ---l 8.5 1c.09
* A ]
Placeno o 3.1 ] 9.3 f v 10.37 | 2.0 .y ¥ ap

{*) 0¢.1D, ®PC.0Y, »*p<. 0V, *2%p< .00V

rehen appeobtlate, treatment groups tecelving the »as¢ prexctived dose of PN 200-110 wele pooleo.

1Pt etented Only ovhan anslysls Of covariance assweptions are wet,

0121
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AR E 2

Pu WO-110 SNVOT K. 308

SWAY COWARATIV REIATL fOR BLDOD MESANE AD RMASET
W 2 - VALLD AxD PR.RTIALLY VAL IO MIIENTS

P TR VONNIES DI PRI 90 S N TSN Y S8 RA Y

Randoalzed L- mecline tzestment Pesiod
verimle Treateent w, of saan Oharge S.0. A Justad
oup Pationts | iman P, meon Chorgert ~en S0,
seraennm—— =l -—1
tupine Syatollc N Sag 38 138.3 | 7.37 . ,ovee - 11,23 1440 1a,.%¢
8.P. (e W)
™ 10 g 3 150.4 | 1628 [-19 200 - 12,18 1401 . 013
™13 ag » 150.6 { 20.85 1-13.30e0 [ bo | 16,98 12,6 | 13.03 :
™ 20 ng a 130.0 { 13,52 [-19.2eean . J 13.08 1368 ] 14.00 -
Placede 'y 151.3 § 14.40 | V.8 13.12 15%0.2 17.7¢ :
supsne Otaslolic ™ Seg 3 104.3 2,21 {e1).400° - 2.07 9.9 .17 .
| 8.0, (mn Q) - - — - - _ =
M 10 ug » wa.y | a9 {ora.g00e - 661 0.5 7.93
™ 18 eg » 103.6 | 3.64 {12,100 l s | .08 ”"n.s 7.36 -
M 20 ag 21 100.3 | 3.95 i-vs, o"«- . J 6.22 8.3 .38
P acedo a w3y | a3 .s.r-'J .90 0.6 | 198
Supine Pulse ™ 3 ag » .6 ) 050 ] 3. - 'R 1 3.9 - .y { 10.70 ;
(pat. ain,)
™ 10 og ¥ 5.6 § 9.NT § 3.pee - 8.%¢ 3.7 - 79.2 | 10.89
™~ 13 ag [ 1.2 { 9.24] S.aser o~ l ‘ .82 5.0 .‘ l 0.1 § 1w -
"N 20 o a 1.6 6.22] aree = L na2f :eq .3 | ovee :
‘ el ]
Placwo a 1.2 { 2.25{ 0.3 o4 e = s.66] -0.6d -1 - 1.2 } 1
Stanoing Systolic | M 3 eg 1 1.3 ] 17,68 {13,200 - o | o-vz, - 1wy | .08
E.P. (a® w5l -
P 0 ag » 155.6 § 12.87 [-17.600° - 5,07 { ~15.9 - 138.¢ | w72 _
1S wp 3¢ 1508 | 16,24 {-14. 7000 o l .L 17,32 ~13.3 - l t 140.1 | 1476
(X 11 .
b 20 ag a 148.3 | 1228 -u.:-u‘ -LJ 15.62 [ - b- . J 130.2 { 13.a8 R
208 O 0
»1%. #00 A 126.9 { v7.o0f -0.a - 11,36 1.3 | w2
Stending Disstolic] "™ Saeg » 103.7 § 6.88 | -9.200° - 7431 %) - 9.3 ] .
3.r. (ap %)
™ 0 eg » ws.a | .71 {-13.30 0 .07 | 12,8 -~ 92.2 .9
M 1509 » 106.6 | 6.12 [c11.700 o 'ln- 1,08 § <113 - l- he 93.0 | 10.a¢
bl J
M~ 20 ug 4 104.8 | 3.78 [-15. 100 ol- l 7.08 | -Ve, s- - 0.7 e.a2
(1 1 4
) a 1w02.0{ 9.06f -t.g 4 d i 3] -2 xJ wo.e | 9.26 §
Standing Pulse ™ Seg % 6.6 | 10.35¢] 3. - 7.98 8.2 - 8.7 | 10.6e
pex. win,)
™ 1Ceg » 0.2 { 003 | 6™ - 1 39 - 8.7 | sves
w15 eg 38 80.31 6395] a.yee (*)] 9.1 “y =~ L 8.6 9.7
M 20 a9 '3 2.9 .74 a2 1 J 1.9 3.7..‘ LJ 85.7 § 1.0
1 Placedo " 1] 9.3} 1.2 J - vsos ] -v.8d .’ - .y | 10.50

() C. 10, *9¢.03, *°P<.01, *°*p<.00Y

Results 328 Pressnted sccoroing to randoelzed trestaent group anc not cose of M m-no srescrided for Week 2.

tw2esented only wnen snalysis of cove 1aACe Sssuspticns are ast.

07~-02288 _
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TAB £ 13
PRt 200-~110 STUDY NO. 301

SUMMARY COMPARATIVE RESULTS FOR R OO0 MESSURE AND PULSE
WEEK 2 ANALYIIS -~ EYALUATION ACCORDING YO PRESCAIBED OO0SE ADRINISIERED

VAL 1D AMD PARTIALLY VALID PATIEN!S

!
(‘ fotal Dally daseline Trestsent Pexlod ,,
vazisble Pr.-sctibed NO. of ‘lean Charge S.0. Ao lusteo .
Ooset Patlents | Mesn | S.0. Meen Changett | Weon 5.0, i
Supine Systollce " 3 =g b L] i58.) 1217 Jora )00 .23 144.0 18.5¢ -
8.P, (vn i) ode -
" 10 ag 1 159.0 | 17.48 |-17.60°° = 14.82 .. ‘1.2 -
.
PN 13 ag Y] 1%4.0 { 13.32 |19, 2"-.. 13.04 13a.8 'a.CC ’
Placeto & 151.3 ta.aC 13.12 t3¢.2 17,9 N
Supine Diastolle PN 3 mg 33 1Ga.3 4,31 {11,400 . 7.0? 92.9 9.17 -
B.P. (oa Wg) obe -
N 10 ag 76 103, 9 3.90 [-13.000% 7.43 0.5 7.56
. L 2 1] -
RIS NG n Y03, % .95 [-18.0°°°~ | ‘ ¢.22 T 87.3 7,98
[ X X J
Placavo 0 103.5 0.36 | -s.3eeedddd 6.9 se.6 7.9
Suplne Pulse PN 3 ag T 70.6 | 10,30 3.3 - s.13 3.9 - 81,9 | 10.02 '
(pec. ain,) $
PN 10 m¢ t} 7.1 .16 [ 4.¢0% 8.0 4.4 - 7%.8 10,8
N -
| PN 13 mg v ] 1s.6 8.22{ 4,70 —J s.22 A.c—‘ 80.¢ 9.8¢
v *
i Placedo 2 1.2 | 9.2 s.66 | -0, 1.2 | e
!' ing Systollc ™ 5 mg 38 156.3 | 17.68 {-13.20%¢ 13.31 1411 1s.C8
. (8w ng) obe
PR 10 sg 75 185.2 | 13.50 [-16.1000 3 16.20 135.1 te.z:
*°9 e
PN 1S ag Y] 148.5 § 12.48 [-1a.30° _‘J 15,62 13¢.2 15,88
[ X 2]
Placedo a1 146.9 ] 17.c8 ] -o.a AR T 186.3 7.2
j Stancing Oilaslollisf PN 3 ag 38 103.7 6.88 9,200 e 43 -9.3 —— 98,3 10.18
¢ B.P. %am Mg ole obe
PR 10 ag 75 105.C 6.9 [.12,8000 9.33 | -12.2 = 92.6 9.6¢
eobe o‘o
’n 1S ag at 104.8 2.78 [-15. 1000 7.88 | -14.9 - .7 8.4
- %8 [ ] -
Placedo as 102.0] 9.06] -1.6 7.0 ] 2.3 100. 4 9.2¢
standing Pulse P 3 ag 3 86.6 { 10.36 { 3.1e . 7.88 8.2 89.7 10,64
(per. ain,) )
PN 10 ag 73 3.7 8.1 .00 10.12 3.0 - 87.? 10.78
L ]
PN 13 ag Al 82.7 9.74 8,.¢% ‘ 1.y 3. 7— 86.9 11.23
Placebo o 3.1 ] 3 vzl s.08 | -t sJ e1.9 | 0.2

(%) pC.Y0, *p<C. 0%, *°p<.03, *°*p<.00)

tenen sppropr late, trestagnt givups recelving the sasae prescrlbed dose of PN 200-310 vere pooled.

4
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TABLE &
P 200-110 STUDY MO, 301

SUNNARY COMPARATIVE RESULTS FOR BLOOOD PRESSURE AND WMULSEt
WCAN OVER PUATEAU PERIOD (BEEXS 3-3) ~ VALID PATIENYS OmLYy

! Rendonlzed Ssseline treotaunt Periog
t clwble Trestsent Ne. of Meen Change .0, Adjusted
\ Group Patients | Msan 3.0. asan Changett nean s.0.
- anad
Supine Systollc P 3 ag 33 126.9 | 16.48 ]-16.1%°® -J 10,51 ‘140,8 5.9
8.7, (s Mg} ')
PN 10 ug 3 0.4 | 14.32 {-22.0%0¢ - 13.78 138.4 ’.33
ebe
PN 15 ap n 180.6 | 20.73 [.22.4vee ) 17.70 136.3 | .23
PN 20 g at 154.0 | 13.22 |-20. s»-- 12.43 133.3 { 12.02
Placeby 3 (208 | 33.6% | 3.4° 9.17 147.7 13.19
~ugine Olestollc PR 3 ag 33 106.2 4.48 {-1), 90ee — 6,20 | «1).7 — 90.) 6.9
a.r. {an ..a) - 0.‘ Ol!
: PN 10 =g 34 106.3 | 4.35 |-17.1000 6.89 | -9 87.2 6.72
. L 11 .‘.
38—} 103.5 | 3.4 (13,2000 u | 1-9st-=tree T Y37
.‘. .l
PR 20 mg s 103.3 3.9 |-17, 3000 s.87 | -1 86.2 6.32
(21 ]
! Placens 3 w39 | acan | 2r.00eed 6az | -1 o-a 96.9 .9
: supine Pulse PN 5 og 35 78.a | v0.22 IS I 7.00 2.2 — 79.9 | .27
1 (per. mino) h
PN D ag 34 70.8 | 0.3 | a.aee 7.37 PYR J— l 70.2 'YT)
! o od
| PN 13 ag 37 74.6 8.36 | 4.0ve - 7.40 3.6 ~ € 16.27
] 'y
i PN 20 ag a1 75.6 | e.22 z.s--- 5.39 z.e-JJ 28.2 .04
' Placese 3 1.7 ] a.n | .06 -l .81 | -o.6=dd 5.2 ’.03
Stsnging Sysiolic PN 3 ag 3% 1593.3 | 17.56 [~t4,9000 -1 10.8% | 1.0 -— 138.4 1,9
B.P. (ma %) "‘ ole
PN 10 =g 3 156.2 | 13,24 [-18.8000 15.18 | -v6.2 o) 137.4 | 1.
(1 1]
. PN 15 ag 37 194,7 | 14,42 {.22.90e0 17,16 | -21.9 - 13318 | 1.0
ote
PN 20 mg at 148.3 | 12,28 {.18. zo-o... 13.3¢ | -20. o—l 130.3 { 12.98
o0
Placebo 39 6.3 | w03 | -2 11,9 -a,1d 143.3 12,98
Stsrding Dlestelic] PN 3 ag 35 103.6 | 6.97 [-10.700e —1 8,11 ] -10.9 — 2.9 | 8.3
L.P. (o0 W) ol ode
PN 10 wg 24 109.9 | 7.89 |-16.3000 6.86 | -13.7 = .6 7.59
." .‘.
‘ RN 3 104.4 | .08 |-17.0000 o 2.9% | -vi.0 -~ 7.4 .08
[ 124 ." .
f PN 20 ag a 1we.8 | 3.78 |-16. 9000 7.13 | -, 7—1‘J .. 7.9
’ ot6e (12
Placebo 3’ w2.a | 8,19 | 2,80 6.60 | -3.adddl 99.¢ 1.9
Stsnding Pulse P 3 ag 33 8.6 258 | 1.3 7.74 2.2 — 7.9 | nw.er
(per. ain.) , (‘)
PN 10 ag 3¢ e | 287 ] aree o 8.28 a7 - 8s.3 ”.18
.‘ .‘.
PN 15 g » 83.3 ] 6.02 ] 3>.000 - .7 3.6 — 87 1 2.9
2 )
B PN 20 ag a1 2.7 .74 d.3000 8.30 8.8 M .33
. 3 0‘ o‘o
RN Placevo 3 2.9 9.5 e J eor | -1.3d s1.9 .77

‘.. §€.10, *p<.03, *°pC.0Y, *°°p<C.DO0Y

TResults are presentad according tc pre-deterained randosized trestment group pooling together ell patients randosized

te thy trestsent grovp. . ' . 0 1
tPzosenteg only shen snalyslis of cOvurience assueaptions are set. 0 7 u 2290




TARRE 1S
Pu 200=118 STUBY N, 30t

SUNBARY TOMPARATIVE ACSUALTS FOR RLOOE PRESSURE AND PULILY
CHOMO INT ARMLYSES FIR Tl MLAIRAU RCNICO
VALID AnD PARTISLLY VALID PRTIlNYS

PRSI JTS IS

€®) pc. VD, *pC.Q%, *0p< 0, *2%¢ .00

thesults are prerented sccozuing to pra-detsialnag tanvonlzed trvstsent gIoup poBling tagether all patients seanconize?
te the treataent groeus,

ttPresented snly vhon enelysls of csvariance assveptions ere est.

. 0125
07-02294

Randealine Sessling trests ant !
vsrienle | Teentaeat . e e on Chonge 3.0, M Jubtes ntPettes s
creup Pationss | wmen | s.0. Mesn Changett wan s.0. ':
s..wu‘;,uouc [ X T » 138.3 | 17.1) fovs, 9000 = ra.e8 | -12.7 - (TS .n i
8.7, {en wp) .. . 3
" 10 ay 3 v60.4 | v4.32 | 12,3000 = 1a.96 | <199 — 8.1 1.8
(X 1] (1 1]
13w » 1306 | 3003 fodnaeee o l 18.12 | -32.9 a3 Va1
[ ] .90
™ 20 ng ot 136.0 | 1.32 }-r0. cuh" 14,10 | <20.3- ‘ us.o |
L ] *9e
Placede % 16,0 § 10,60 | <300 J 13T | 6.9 ter.0 | 11.4¢
Subling Dlastolie M 38y 3 1092.3 4,31 [-13.4000 8 8.42 | ~13.3 9.7 9.0¢
8.P. (en ug) 'Y
M 10 8¢ 3 1043 4,33 j-17,4000 8.2V | 13 ‘ 8.9 8.0
s
” 13 ey » 103.¢ 3.6¢ [-17.q000 4 2.8% | 17,4 2 88.2 N )
- ™ 20 ug _a 103.3 | 3.93 -n.n-- 8.0 4 17, :.. l YWY 5.38
slece.e ac 1939 | a.at ] -6 s"oJ-“-l 0w | -, s-l JJ 7. 0.0
Sudlne Pulse M 3 eg ] 8.5 | 10.%0 1.0 7.62 1.7 - .4 ".ss
(pes. 8IN.) )
N 10 o8 p 7Y Ta.8 8.5 3.0 — 9.64 d.e - 8.8 9.0
.l ol
13 ey 411 7a.7 9.26 | 3900 8.0 3.7 a .4 T
*
N 20 o . ., 822 3.|(~>- 6.91 a.n.‘ LY o2re e
Placede .3 713.0} 9.06 | ) 192 ] -1 J 3.8 2.3
Sta-ding Systelic P 3 sy 38 1343 17.60 ]-16.1000 w1 15,00 { -14.7 —l 138,10 12.93
8.0, (o "9’ ey *
*n 1€ 8p 3a 190.2 | 13.20 [-19.5000 & 16,39 | 17,0 - 13¢.7 5.2
.‘. ".
™ 13 g 3 154.8 | 18,24 {-23.4%0 . 19,60 | «21.9 - L2 6.0
ll. 0‘.
PN 20 ng s 148.5 | 12,40 -u.nn-‘J 1€.42 -u.a..-’ 13%.9 16.46
(X1
Placeso .3 sy s | ey Jddda] ez e rea.s | 12,8
Sterging Olestoile! »w 3 09 » 1037 6.88 [-10,9000 = 7.% 2.8 1,88
8.7, (ue wg) .o
™ 10 og 3 105.9 1,09 [-12.¢000 = 7.99 (T8} (R
*p
M 18 ug 38 108.6 ] 6,12 [1s.0000 o 10.91 7.8 r. 67
.90
20 ag a 108.8 5.78 -u.u»—‘-, 9.0 8.8 9.1
LY 1]
Placede ap Wi | .18 | -2.4 2.5 .3 5.8
Stending Pulse ™ $ag 3% 86.6 { 10,36 | t.e 9.3 2.) —l .0 | 13.58
(pez. aln,)
Pu 10 B 38 [ 3N } 2.8 a8 -—‘ 10.13 8.2 9.%¢
[
13 eg 3 3.3 ] 6.3 ] a1e 1 9.32 3.9 = .3 | 11,3
L
Pu 20 og a1 2.7 ] 5.1 Sae— 10,08 ss.8 | v0.9e
L
Pistese .0 e s20] 10 d o.80 | -2 xJ -J so.s { t6.35



TABLE 16

PN 200-110° STUDY NO. 301
SUMMARY OP PAIRWISE COMP:.RISONS BETWEEN
ACTIVE TREATMENT GROUF MEAN DIFFERENCES
ViTAL SIGNS

WEEK 2
{DATA PRESEJTED IN TABLE 13)

10 wa 15 mg 15 mg
Variable vE. vs. vSs.
5 mg S mc 1V mg

tsuypire Systolic L.P.

+*Supine Diastolic B.P. b (*)

Supine Pulse
+standing Systolic B.P.

Standing Diastolic B.P. (%) * (*)

Standing Pulse

(*)p<'10' *p<n05' "D(lO"

PLATEAU MEAN
. (DATA PRESENTED IN TABLE 14)

Randomized Treatment Groups

Variable M0mg | '>mg | 20mg | 15 mg | 20 mg | 20 mg
vs. vs. vs. vs. vs. vs.
5 mg 5 mg 5 mg 10 mg 10 mg 1S mg
*supine Systoliec (*) *
a.—P.
Supine Diastolic hd * *
B.p.

Supine Pulse

Standing Systolic LI * (*)
B.P.

Standing Diastolic o L A hkx

B.P.

Standing Pulse

(*)p<.10, *p<.05, **p<.01,**%*p<. 001
*Unadiusted means used where indicated since as.umptions for analysis
of covariance were not met.

07-02252




YABLE 37
M 200-110 STUDY WO. D01
SUNKARY CONPARATIVE RESULTS FOR BLOOD PRESSURE AND PULSEY
WEAM OVER PLATEAU PERIOO (WEEKS 3-3) - VALID PATIENTS OMLY
EVALUATION ACCORDING YO ACYUAL DOSE TAKEN

Actusl) Gateline Tresteent Perios
table Doss No. of norn Change S.0, Adjusted -
\ Taken Patients | mesn s.0. Nesn Changett Nean S.D.
Suzine Systolic PN 3 mg (Y3 136,13 15.%58 | <15, 3000 - 10.76 14C.5 10.69
6.7, (mn WQ) YT
PN 13 mg » 160.0 | 16.81 | -22.6%°° - 13.%0 1. 9. 10
(2 2]
12 ag 33 159.1 § 21.03 | -23.1%0° 0 18.04 136.0 14,58
(12X ]
PN 20 mg . T 156.6 | 1a0.22 | -22.0%°— 11,70 132.¢ 11,06
*00
Plscabe » 1st.t | saes | <3ae .17 147.7 § 1.1
*.pine Dlasstolic S eg ¥ 0.8 4.15 | <1a. 1000 -_— 5.79 | -1, - 8.7 €.3%
P, (en Nq) 0‘. olo
PN 10 ug » 104.) a.80 | ~16.8% — | .07 | -16.6 ~ | 07.3 6,28
= = — T ede B } ode
Ph 13 mg 35 103. 6 3.73 | 17,9000 0 .00 ] -18.Y - 5.8 7.24
(2 1] l‘.
PN 20 ag 34 103.7 4.09 | -17.4v00 6.08 | -17.7= 8¢6.) 6.86
ede "'
Flacebo 1) 103.¢ aaa | <r0venddd 6.43 | <7.0-d ’%.9 5.97
wy ne Pylse PN 3 ag as 27.2 { 11.03 1.7(e) 6.56 2.0 - 78.8 10.79
tp=2. 8in,) (‘)
PN 10 wmg 33 74, 8.3 4300 - 7.42 40 = 78.8 7.¢8
O‘ .1
PN 13 ag 3a 76.2 £.33 . 00 - 7.63 3.9 - 80.0 9.63
.‘ 0‘
PN 20 ag 3 74.9 7.72 Y. 2% — 5.74 3.0 78.: 7.50
i N
. Piacedo 39 73.7 8.9 -0.6 6.87 -0.6-4 7%.2 $.03
“enging Systolic | PN 5 mg as 152.3 | 16.33 | 13,7000 ~ | 11,07 | -13.0 -~ | 139y 12,02
%P, (am Hg) ole ode
PN 10 mg 33 155.6 | 13.88 | ~19.3000 -~ 1.8 | -7 - 136.3 12,16
.‘O "C
PN 13 ag 35 155,1 [ 14,12 | ~23.7000 o 17.34 | -21,8 = | 131.4 13.86
0‘. 0‘0 .
PN 20 »g 3 1086 | 12.93 | 19,7000 13.27 | -21.5~ 128.8 12.52
[ X 13 ".
Plscedo 3 146.5 | 1a.e3 | 2 1.ss | -a.1d 145.3 | 12.83
‘enafng Ofastollcy PN 5 »y as 104.4 6.59 [ ~11.2000 - s.19 9.2 7.73
. P, (e Hg) ode
PN 10 ag 3 105.8 8.22 | ~16.0%¢¢ = 7.06 .8 N
L ] -
PN 15 ag 38 104.1 5.64 | ~17.70e0 o 9.93 86.4 8.0
LX)
PN 20 mg 3 104.6 6.1 -s7.1----1-j 7.2¢6 8s.9 8.12
o8e
Flacebo 39 102.4 | 8.79 | -2.8¢+ .60 99.6 .50
“anding Pulse P 3 g as 8s5.8 .75 1.6 7.92 87.3 11.66
otr. ain.)
R 10 ag 33 #3.¢ .31 3. 1ee = 8.46 se.3 8.72
*
PN 15 mg 35 84.3 6.92 3.6% — 7.69 87.9 10,22
PN 20 =g 3 82.0 9.48 3. 1vee 7.91 87.1 T.78
L 2
Pleced.. 3 2.9 | 9.2% -1,0 5.07 51.9 9.77

. 10, *pC.03, *+pc,0), sevpC .00
-hen agpropriste, patients taking the seme dose of PN 200-110 were pooled.
‘resentad only when snalysis uf covariance assusptions are aet.
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TABLE 18

PN 200-110 STUDY RO. 301

SIMMARY OF PAIRWISE COMPARISONS BETWEEN ACTIVZ
TREATMENT GROUP MEAN DIPPFRENCES
ViTil, SINS

(DATA PKESENTED IN TABLE 17)

PLATEAU MEAN

Actual Dose Taken
- Variable Tomg | 15mg | 80 mg | 15 mg | 20 mg | 20 mg
vs. VS, vs, vs, vs. vs.
$ mg 5 mg S mg 10mg | 10mg | 15 g
"+Supine Systolic B.P. * * & * "
Supine Diast»olic B.P. (*) K *
Supine Pulse
Standing Systolic B.P. Rlalk el (*)
) +Standing Diastolic B.P. LR % kx <R
v *+Standing Pulse {(*) (")

(*)p<.10, *p<.05, **+p<.01, ***p<.001

*Unadjusted means used where indicated since assumptions for analysis of

covariance were not met,

07-02233 A
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SUNMARY COMPCRATIVE RESULTL

YABLE 19
PN 200-110 STUDY NG, 301

FOR BLOOU PRSSUME AND PULTES
ESOPOINY ANALYSIS - VALID AMD PARTIALLY VALID PATIENTS

teults are presanted sccording to pre-detersined randosized trestment group pooling togelher ell petlents rarcosiy

© the tzeataent graup.
“Ssiented only when snalysls of coveriance tssusntions are wet.

N ! Rendomtzes . Saseling J ireaiser* Periog
sble Yresatsent no. of sesn Change S.0. Adjusted
. Gzeup Patients | Nean S.L. iis&n Changett sesn %.0,
Jbi-e Systolic P S g 39 137.9 | 17.1a |-14.9ve - ta.29 | 15,9 181.9 THY |
1 ‘ }
8.7, (sm Mg) (3% - : ‘
PN 10 wg 3t 125, | 16.47 [-20.8%00 o 15,23 | -19.2 .. | 138,27 .2y
. oo obe
PR 13 g 39 198.5 | 20.43 [-2a.°ree o 18.12 | ~22.7 1343 (PR
. . ol.
PN 20 mg 4 154,.0 | 313.82 n,-_o---- 14.10 | -20. z.- 135.0 1.
[ ]
Placebo a 151,58 | 14.40 | -3. )(-)-IJ 11.76 | -3, 9-J 8.2 | 182
. upine Diastanlle PN S ag 3 108.2 | @&.47 [33.6°%e -— 8.3 | -13.a — 9.7 8.9
4"?.4%“ "'} - - L4 14 L2 12
PN 13 mp 38 104.0 4.18 |-16.800e - 0.4) | -16.7 - 87.3 8.%s
". "Q
PN 13 wg 39 103.4 3.64 [-17, 8000 3 7.89 | <17, ) $6.2 7.89
*9 9
PN 20 mc at 103.3 3.93 -"'"”—IJ s.07 | -1, 2..J 6.4 £.%e
ase
Flacedo £ 103.9 4.36 | ~6. 1000 g3 | -6.1d J 9.8 RT3 '
i
Jping Pylse [ - 1] p 2 78.4 1C.41 1.0 ?.92 1.6 - 79.4 11,40
(pez. sin.} (1)
PN 10 g 1) 75.% 9.0¢ A.aee —~ 9.39 4.3 - 79.9 18,32
ol .3
PR 1. mg 38 74.? .28 3. 900 o 8.49 78.6 11.88
*
PN 20 ag &1 75.6 8.22 2 1(-)— 6.9 z. 1- 73.8 1w N
L Placedo M 75,7 | 9.23 | -1 7.86 -..s-J 783 | 9.8
snaing Systollc PN 3 mg 39 158.2 | .7.43 |-16.a000 ~ | ra.89 | -33.2 — ] 137.8 VoAl
P, (un Hg) o-‘ . de
PN 10 mg 38 155.3 | 12.77 [-18.8000 15.65% | «17.0 7 136.9 14.9)
'Y 13
PN 15 mg 38 154.8 | 14.28 [-23.60%e 19.60 | «22.0 - 131.2 16,09
010 'l
PN 20 ag (3] 1a48.3 12.48 |-16. 7"0- 16.42 | =18, A—‘ 131.9 16.64
- L ]
Placebo &y | 1ac.y | 17.08 | -1, 1843 | -3.d -} 145.6 | 14.68
snging DSastolic] PN = eg b1 103.8 6.83 [~11.0000 -1 7.60 2.8 11.49
L. (a0 Hg) - ved
PN 10 mg 3 105.4 7.61 [-16.4000 = 8.29 89.0 8.5
(2 2 )
PN 15 ag 3 104.6 $.12 [-16.80%0 ) 10.51 87.8 $. 47
et
PN 20 ug a1 108.8 5.78 -u.u---‘ 9.08 as.a £.1%
L X 1]
Placebo a 102.0 .08 | -2t 9.47 ».9 5.3
an3ing Pulse PR 3 s 3 8e.4 { 0.9 1.2 9.2% 2.0 - 7.5 12.82
'pes. ain.) . !
PN Bg 38 sa.c | 13.12 S50 w.e 5.3 - 89.4 1046
P .‘0
PR 15 Bg e 8.3 6.3 T8 LR 9.32 3.9 - 8.t 11,5
I'd ol o‘
PN 20 ag at $2.7 s.74 [PRL N 10.08 3.8 ~ 8.8 10.9%4
- .1 I‘ '
Placeto s £3.1 9.3 | 1.0 J 8.69 2.1 J n.zAJ 10.8¢
) pC.10, *pC.03, *ep(.01, ®*¢p<.00Y

Nne NN e
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TARE 30
M 200-1% STUOY WO. 301

SUSARY COMPARATIVE RESIR TS FOU BLOCD MRESRURE NC MASEY
EXPOINT MALYSI: - ALL PATIENTS

! i Rersaonized ' Gaselline 14 i Trentsoni Period
L tale | Trestaent.., Wo. of —f Ncan Chemge I r.0. K just x -
| Sow Patiert | wen | s.0. | “esn Chargeny Wen | 8.9,
Suvpine Systolle P 3 ag 40 158.2 | 17.048 [.17 . Cree - 18,30 | -15.7 - 14,3 14.72
AP, (em Bg)
‘ ™10 ag » 159.0 { 14.28 |.20.3%0¢ - 15,98 | .6 - 146.8 | 1
! L R a 157.6 | 20.40 [.23.200¢ L o | w12 ] 2203 lo o s |
! "™ e M 154,0 | 13.52 |19, ooo-- . -J .10 | -20.2- -LJ 135.3 | 1.1
..0
Placedo “ 191.8 | raac | o, :\-).J 176 5.9 4.2 | e
lupine Diastolic P 3 g &0 104.% | 4.42 [-13.a00e - .28 | <13, - 0.9 2
B.P. (am H3) ) -
— W 0 ng 39 04,7 | 4,14 -i3.avee - .92 [ 137 - TR e.23
R a 103.5 | 3.82 }-17.2000 =i l ol 193] .9y l oo 86.3 1.92
(11
i PH 20 ng &1 105.5 [ 5.9 [-12,1% = . . 8.07 -t..z-. J 56.4 .38
H a
| Plazedc # 103.9 | 4.36 -c.m-J - 8.3 | .6. u J J . 7.8 .76
i
{ |
5 © sine Pulse M S ag 40 78,7 § 10,87 1.0 7.42 1.6 - 9.7 11,40
5 (.2r. ain,)
! PN 10 a0 )9 7%.7 9.00 3.7 - .3 3.7 - 79.4 9.93
i
g PN 13 ag a0 70,37 9.0 3.8 .. j s.69] =5 l ) 78.3 | 11.6a
] L
i PR 20 mg n 15.6 | »8.22 :.1(0)-‘ I-J 6.9 J 77.¢ | .
: Placeso 4 75.7 | 9.2 ] v 4 .J 7.86 | -1.5d J . 74.3 s.99
i
; a?ing Systeilc | PN 3 &g +0 154.6 | 17,43 [o16.3-00 - 18.72 | ~14.9 - 1.3 | .78
Lo (e wg)
; PN 10 ng » 155.1 | 12,66 {-17.000¢ ’ 17.63 | -13,3 - 138.2 | .18
! PN 1S ng 0 196.8 | 13.92 |.23.3000 - l o st avy .. l de 136 | 6.2
i
! PN 20 mg Y] 148.3 | 12,40 .u.m-. . -J 6,42 -n.s-. . -J ML %66
: | Plecedo " 106.9 | 17,08 | 1.2 -J 15.43 ] -3, ,J 18,6 | 1.8
%
i L ling Disstelic| FN S &g ‘0 104.0 6.79 [-11,000¢ - 7.3 3.0 133
P (me M)
) N 10 ng » 105.7 | 7.72 [-15.2000 9.9 90.4 § 10.50
; PN 1S g .0 103.0 | 6.33 |~17.2000 l s 10,9 37.9 $.43
T . 27 ag at 104.86 § 5.78 {-16. ..... ole 9.08 ce.¢ .16
; Placedo A 102.0 | 9.06 | -2.1 v.a? 99.9 8.3
i tending Pulse PY 3mg a0 6.6 1wl 10 9.3 2.¢ 87.7 | 12.%0
{(per, aln,)
PN 10 mp 9 8a.1 | 10,08 § a.90e - .68 8.0 | 0.8
N1 g e 2.8 ] s.621 e300 1 ’.1) 3.8 ! 8.9 | v
. 1k
PN 20 mg 29 2.7 1 9.7 4,1 -‘ -J 10.08 J 6.8 10.94
» de !
Placebo A 3.1 | 9.3 ] vy s.6r | -2.:d J A #.2 ‘ 10.46

®) pC.10, *pe.08, *epC.0, *9ep(, 000 ’
Rasuits are pressnted sccording to pre-determined randomlzed trsstasnt group pooling togsther all patients rendomized | 0 1 3 0
to the trestment group. r
-Pzesentes only when snalysis ef covariancs assuaptions are wet. 07 . ‘0?.?9v
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TARLE 22
PR 200-11C STUOY NO. 300

PHYSICE:. EXAMINATION
NEYLY-CCCURRING ABNORMALLITIES®

Y:usteent Patient
Crovo Tyre Nusber Specific Ahnormalities
PN 3 wg Ears, Wose, Ihroat 538 Slight Na3. ) Cong. s.icn
Heaxt 133 Crade 2/6 Systolic Ejection :yrayr,
Grade 1/7¢ Disstolic
157 Atrisl Csllep
txtresities 187 Trace tc le Fretidblal €deas
613ttt | Edemg
PN 10 g Skin aty Rash
655 Contact Cermatiiis on Foreatas
€srs, Nose, Throat 359 Pharyngesl Injectfion 2° Upper
617 Nassl Congestion
Heart 101 Atria! Csllop,”Lv Lift, Extrs
Systoles
238 Tachycatrdis
Abdome \08 Liver gdge Fel:
Extremitics 2'8 2+ Pedsl Edgema
5.9 Trace Distal Le; Ecens
£22 frace Ecema
PN 15 ag Genetal Acscarance 493 Perlorbital Ecens
Skin 322 Lacrge Ecchymosls Belos RUM
ap3 Dry; Scar ang Bunions
Eyes (Funcuszopy) 16 Catarazt Righ. €ye, Eccentric Py i)
Left ~“.e
[X:3] Periecrt r) Edemp
€ars, Nose, Ihroat L2 “assl C ngestlon
308 Nasal Congestlon i
607 Nasal Congestlon
620 2+ Nose Corgestlor
Neart 151 Systollc Flow Ejection h., mur
Left LS8
Extremities 162 te Pretiticl Edeaa
40} Right Knee S«ollen
512 Trace AN "+ Edema
PR 20 mg Skin 3sy fFlushing . fece and Back
410 Erythemqtous Putitlic Rzsh - Loweg
Extremities
Heart 103 LY tift, A-¥ave, LVR
10? LVH, Atrlia! Callop, Irregulac
A-vave, LVE, LV Lift
- Extresities 107 1-2+ Pretinial Edems
354 1o Bilatecral Ankle Edems:
& 10 2. Bilatersi Red Edemn
Abdomen 14 Liver Slign'ly Enlatged Belos hight
Costal Margin
Placebo Cxtresities 152 Trace Pretiblal €dens
Ears, Nose, Yhzs°t 113 Tympanic Meabtane . Fluld R,
Erythems L-Pharynx Red
313 Slight Tanderness 1n R Lowel Pre-
| Molar No Cavities

*Cefined 85 an adnormsllity ¢t the f'nal vislt that

visit,

s not present 2t t-c Initlal

vtPhysical exsa was performed 7 veeks after list dose.
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TLE D

M 200-110 STUOY WO, 30%

CARCIOVASCUL AR EXAMINATION

MEWLY -OCCURRINC  ASMORMALITIES®

# of Patlierts With Mrely Oce 1ring
Patient Mumber Apnorealities (X)
Abretuality ™ 200.110 M 2C 1%0
S ag 10w 17 mp 2w 3w 10 mg 13 m) F ol %
croup Croup Crowp Croup Placebo Group Croup Croup Soup Placebe
Mest Pain « Exsriioral: 603 [} [3]] 152 o (0) 1 (3) 3 {2) 1 (2) 1 (2)
Lhest Paln at Res-: 463 $01 azy 422 % 2() 343 2 (%) 2 (%) 1 (2)
608 02 «? 613
38
Oyspres ot Exertion: 1358 o3 €51 1. o (0) 2(%) 1 (2) 1 (2) 2 (8)
658 b o)
hysprey Siltings 152 0 (o) 0 (0} 0 (0) 0 (0) 1 (2)
yspres—SoptneT - — - - 152 ooy {010 {0 (0) o {0} 1 ()
Jyspnea Petonysnal
Nocturnal: 606 1 (3 0 (o) o (0) o (0) o (c:
aughs 554 '3} m 13 2 (3) 2(3) o0 a(ig) ] 7 (it
st 655 301 e {
511 sce
s 583 !
35 i
619
a3 {
Syncope: 153 152 () o (0) T o) 0 (0) 1 {2 l
Faipitationy: 323 £01 [ & ae 152 2 (3) 2(s) T (%) & {10) v (2
54 435 62 €13
(314
L7
*  s3ll Appesrince: b by m 0 {0) c (o) 347 2 (%) TN
. s> 35
a2
1 m ¥ Exam: 618 -2z 51 1 (5 0o | V(D) 0 () 12
1 s .nary Findings: 533 ¢ (0) 0 {0) Qo) 3 (0) v (2
naart Exem: 153 101 12 108 v 3 (e) 3 (8) 2 (5) s (1) 2 (s,
¥? 218 ted 107 LI
323 >3 p 23]
(35 )
P ~inel Exem: 11a ¢ (0) 0 (0) o (0) 1 () 0 (0)
%, .remities: 153 101 122 107 122 4 {10) s(cv) |7 (17} ¢ (18) s (0}
157 08 12 5 408
i €Nt 129 116 410 810
39 210 152 265 (314 .
313 azs i . !
610 457 [4) ]
€22 12
(3]
N ik Functional Cluss €38 €31 ¢ t0) t(3) ¢ (0) 1 (2) 0 {0)
i'tal mmder of Patlents
VEth at Least One Newly. [10740 (25)]13/39 (33)]127a% {29)[ 16741 (3%)]13/741 (32)
0 2urring Abnormslity/ H
NC. of Patientste? ’

*Definet & an eDnOTRality repofted during the double-Dling phase that sas n:i pressmt during the placsbe wis~out or an Hnor.asllty
{reported duzing the placedbo washout) that worsened ouring the doudlie-blind phase of the trisl.

t1Corciovascular exem was performed 7 wooks after last d:sie.

111001y Includes paties:s =h: have at least ene cva uation done duting the douvile-blinc phase cf Lhe tilal.

e
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TABLE 24
PN 200-110 STUDY NO. 301
CARDIOVASCULAR TXAMINATION
NEWLY-OCCURRING AB/ORMALITIES®

reatment ©atient U .
« Group : Type Number Weeks Specific Abnoralities
PN 5 mg Chest Pain at Rest 463 1
. . 606 3 Transfent rt,. chest pain - skeleta!
Dysanea Paroxysmal éLs -] ¥heezes
Nocturnal
Cough 554 1 Cough with a cold
61311 3
(follow
up)
Syncape 153 1 Dizziness while standing
Palpitations 323 1 With chest pain and dizziness _
”' X 654 3 | Fast heart on exertion
Neck Examination 618 3,8 Small rt. thyroid nodule
Hea:-t Examination 153 s Grade 2/6 SEM, grade 1/6 diastolic
murmyr
157 S Atrfal gallop
323 1 Irtregular pulse
Extremities 153 1,2 Skin lesion
157 5 ‘Trace to 1+ pretiblal ezema
613ty 4 2+ edema
(follow
up)
659 4 1-2+ edema
N 10 my Chest Pain at Rest 801 4
€17 4 Rt. chest wall pain with cough
€58 1
Che-.' Main 601 [}
Exertional
Cyspnea on Exertion 158 1,3,5 SOt at vurk, HR slightly up
658 5 Chest tightness when wilking
Cough 617 4,5 2° Cecar #'lergy with rhiniti
65% 1 Nasal congestion
Palplit:.tion« €01 3 Inc. pulse
G55 1 Tachypelpitations ¢-& Leats
Hezrt Examination 101 S Atrlal gallop, LV lirt, extrs
systole
218 2 Tachycardia
313 S Irreg. pulse, multiple PV('s
Extremitiec 101 2 Trace pretitisl edems
108 4 Trace - 1+ dretibial edems
155 1,2 Trace left leg ecema
218 2 2+ pedsl ecema
513 S Trace distal leg edema
€to 1 Trace 1+ edems
6232 5 Trace edema
655 2,4 1-2+ edema

‘Qefined es an abnormality reported during the doubie-blind perio& that was not present
sting the placebo washout or ar atnormality (recorted during the placebo washcut) that
orsened during the treatment period.

rTCardiovascular exam was performed 7 weeks zfter last dos: 0133

QF=-Liz2t.:




i e o bt o b i Ao

TABLE 24 (Continued)

PN 200-11C STUDY NO.

o1

CARDIDVASCULAR EXAMINATION
NEWLY-~-OCCURRING ABNORMALITIES®

——

freatment Patient
Gtoup Type Number weels Speci:.ic Arnormalicties
PN 1C mg NYHR fTunctional
{cont.) Class 658 L Change from Clsgss 1 to Class 2
PN 15 mg Chest Pain at Rest 403 2,3,
4,5
607 H Pain radiates to Ddack
Chest Pain .
Exertional B 403 1 Substantial stabbing pain
Oyspnea on Exertion]  a03 1,2,3,
4,5
Palpitations 607 5
652 2,3, Fest heart after taking med.
4,5
3verall Appearance 322 1,5 Mildly flushed face; obese
353 2 Flushed Vvace; cbe.®=
£33 5 Periornital edema
Neck Exam 112 3,4 Inc. jugular h wave
Heart Examinatlon 154 1,2,5 PMIOMUL; systolic murmur
162 5 Lv lift; rdnuble thrust sl. LVE
Extremities ic? 5 Trace pret.bial edema
1°2 1 Left foot swoller - gout
116 a 1+ pretinial edema
162 S 1+ pretibial ecemz
423 1,3,5 Bunions; rt. knee swelling and pain
257 4 Swollen left hand
s32 5 Trace ankle edema
PN 20 mg Chest Pzin at Rest £22 3,4 Chest wall pain (an Zinc. 13:p,)
615 2 Chest wall tenderness
Chest Paln
Exertional €51 1,3 Chest tightness on walking
[ - Oyspnea on Exertion 65 1 SO0& on =alkirg
Cough 3n 4 virus
501 4 Nasal congestion
511 3 Slight non-productive cough vhich
1s decreasing
609 3,5 Upper resp. intection, laryngitis
Palritaticns 410 1 After taking drug
615 1
616 2,3 Tachypalpitations afte:. dose
€57 2,4,5 After tsking drug
Overall Appezrance 31 4 Left cheek =wollen, abcews on molar
351 3,4,5 | Flushed face ancd back; 2°
i vasodilatlion

wJefined as an abnormality reported duzing the double-blind period that was not pres at
'ring the clacebo wzshout or an abnormality (repo-ted ouring the placebo washout) that
«gs:ned during the veatment jp.riod.
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TABLE 24 (Continued)
YN 200-110 STUDY NGO, 30°
CARDIOVASCULAR EXAMINATION
NEVLY-OCCURRING ABNORMA_ITILS:™

—r ey -

(1

sl

L

finger *2l:.

and el acte

Trestment Patlcnt
32 W] Jype Numtet weekhs Specifir ABnormalities
PN 20 mg Heart Examingtion 105 ) Pessitle LVE
{ront.) 107 5 LVH - lrreg. P-wave, atrial g:zillop,
LVE, LV 1ift
351 3,4 Atrial gallop, mid-zysiolis clizk,
sinus tachycardia
41> 4 Atriasl gsllop
Extiemizies 1C? 2,5 t-2e« pretibial edema
—331 3, 4,5 la-Dllatesal-anklo edema
210 2,5, Slignt pecdal edema, lower leg sash
4,5
l £5 : Seel:ing feet ano legs
. £16 2.2, 1 ec2ma - loseer extremlities
‘ a,s
€51 TP t-2« perinheral ecema
! Abacmintagl Exam 114 13 Liver sl, enlsrgez; 1
right costal masgin-cmooth,
. nCn-tenger
NYHA Functiional 651 1 Change from Clsss Y %o Clas:s 2
Class
lanedo Khest P3in a3t Re:. 151 3 Pzin con left side of chest
3 Thest Pein
Exe:tlonal 150 3
Tysponeag on Exrrtion 352 1,2,
3,4
304 A
Dy:pnea Sitting 152 K
Dyspnea Supine 152 %
Cougn 113 5 } U3l with cough, naszl songe=stion
1 34 <,%, Assoclatec COPD
! 4,5
453 Chest cold
503 3 with chills, feva:
553 3,8 Due to a ¢
558 1,3, Tom post-nasal drip
3,4 )
619 1

s,efinec as an abnormality regorted curing the Souble-blind peridng that was not srtsent
suzing i1he placelo washoul of on abnormality (reported during the placebo wiashout) th:t

~0Tsened during the treatment pe

riod.
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TABLE 24 (Continued)
PN 200-110 STUDY NO. 301
CARDJOVASCULAR CXAMINATION
MEWLY-DCCURRING PBNORMALITIES®

—

R

Treataent ! Farient i
Crouvd Type Number l.eeks Spzcl7ic Abnormalit’es 1
Flacedo Syncope 152 1 !
(cont.) l Palpitctions 152 1
Pylaonary Findings - 553 2.8 Few dry rhonchi in lungs
Neck Exam A\TA S + Neck pain/arthritis
Weart Examination 109 3 ] LVE, LV lift, inc. A-wave, atrial |
Qellop
161 2 Occasional irrequlsr heart rate
Extremities 152 5 Yrace pretibial edema
" 404 3,4 Skin on wrists peeling
10 3,8 Trace ankle edens
619 2 2+ edeac

‘vmr— -

*2efinrd &5 an sbnormalits repories Gising the ocuble-bling period that eas not presens
gurint the -lacebc weshoutl o &n abnecomality treported duilng the plescebo washout) that
worsener cuting the lresitment period.
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TARLE 26

PX J.0-310 STUDY NO. 3O%
THISY X-RaAy
MEWLY-0CEU-<RING ABNCRMALITIES®

[P N Y

b .

Treataent Patient
Grovp -¥p- Nu=ber Spec’ 'c Abnoreaslities
PN 5 ng Chest X-Ray 103 Farta u- .01led woih calcification
tinglings in 3rcn, degenerative change 11
thu.acic .pine
- - =yt TTE s E T TETSTITISL NI RIAGSS
abdom*~al vascular calcificastions
PN 10 &g Shest X- oy 06 Caroluneoaly with left ventricular
Flnoin-a enlargement and ecta.ic anrta
PN Y2 mg Ches! X-Ray by Mila caralomegaly
o Tinainrgs
36 car@ls: s:lncuette 1+ enlarged,
Ctr 19,5 x 31 cA; ac.entyated Ty
. & muter: © insplratory effort,
Minimal -ilunting 07 pcsterfor
i tostopnrenic culc. dilaterally
: &52 Sterrotomy suture, heart size at
i Upprer limit cof rormal LVvH ceaflg,
¢
Placcbo  j Chest A-Ray 318 Thi-. la.er of plecral thicke-ing
- findings dlong toth later ! chest walls
352 Moderate de:troscoliosis of the
lower thoracic spine

*De"inec es an abnhormality st the final visit the! gas not present at the initial
visit or an abnormallity (reperteo at the Initial visit) that vore-ned during the
Gouble-blind phase of the study.

0137

ﬂ?’ 'f;.,. 30’-




TABLE 28

PN 200-110 STUDY NO. 301

ECG EXAMINATION

NEWLY-CCCURRING ASNURMALITIES®

Treatment Patlent \
Group Type Numbes Yeeks Snecific Abncrmalities
PN 5 mg Rhytom 323 1 Probable Atrial Fidrillation
506 2,5 Sinus Tachycardia (Rates = 50, 92)
554 4 Occasioral PVC*
“Inte¥ retation ol 1865 | Z,5 | Intcaatrial Blocks
ECG & Wandering Baseline
| 306 1 Non-Specific ST-T Changes
326 4,5 Leit Axls Deviation
37 1 U-waves
454 1-5 Jloc Myocarcial Infarction
168 1-5 LVH by voltage Criterie
613 1,2 Q-waves Lez2as 11, 111, F
SN 10 @y RRythm e} 5 6/Min unifocal PVB'c®
M 1 Occasicna)l APB's**
158 1,5 Sinus Tachycardia (Rates = 112, 92)
31 1,2,3,5] Pva*
316 2 Occasional PvC*
' 355 2,3 Occasionzl FVC*
+59 S5 Irregular Sinus Rhyithm
555 2 Cceasi=nal PVC”
658 4 Sinus Bradycardia (Rate = 52)
Interpretaticn of 101 15 Left Atrial Enlargement
€CG 2-4 Non-Specific ST Changes
. - - 2 APB" . - R
11 2,5 Intraatrizl Bleck
155 1-4 Intraatrisl Elock
2-5 Lert A:is Deviztion; Probtable
Left Atrial Abnormality
4,5 Left Atrial Enlargement
5 LVH
158 1,2 ‘fon-Speciric ST-wave Changes
. 2 Intraatrial 8lo -k
e

*Defined as an abnormallity reportec curing the double-blind period thet was not present
durlng the placebs wishout or an abnormallity (reportecd durlng ihe placebo washout) that
-ors:ned during the treatment period,

*pPvC (PVE) -~ Premature Ventricular Contraction

o8 - Atri:} Frematuzre Jeats
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TACLE 28 (Continued)
P 200-110 STUDY NC, 301

ECG EXAMINATION
NEYLY-OCCURRINS ABNORMALITIESe

! Treatment Patient
Group Type Number Yeeks Specific Abnormalities
PN 10 my Interpretation of 302 ] Slow QT Prclongatlion
{cont'd) €CG 307 1 Q-Wwave More Prominent in Lead II?
Cannot Rule Out 0ld Ml
313 3 teft Atrial Abnormality
324 2-4 | Non-Specific ST-T Changes
- 329 1 Increased QT
459 3,8 Intraventricular Conduction Delay
LBBB; Pusitive U-wave V3.V§
1 Non-Specific ST wave Changes
PN 15 mg Rhythm 112 s Probable Aberrantly Zonducted AFS**
03 4 Bradycardla (Rate = 58)
322 2 One APg**
330 3 Tachycardia (Rate = 1C2)
€0S 1 Single PVC*
Interpretation of 110 1 Non-Specific ST-wave Changes
tCo 112 2,4,5 Ischemia
S Intraventricular Conduction Delay
151 1 Ken-Specific T veve Changes Vi.vs
159 1,2 Pericarditls
2.3 Increcseg Intricicolid Deflection
162 1,3 Increased Voltage Limt Leag
315 1,3,5 | Borderline 1° AV Block
317 s Intreventricular Conductlion Delay
330 a Borcerline Voltage for I.VH
233 1 Cannat Rule Out 0ld IMI
403 5 Inverted 7 waves Leads V1-v6;
Non-Specific ST-T Changes
467 1 Inverted T waves
4 PVC's*; LVH by Voltage Criteria l

*fefined as an abnormality reported during the double-blind perfiod that was not present
during the pilacebo washout or an abnormality (reported during the placebo washout) ihat
worsened duting the treatment period.

*pvC (PVB) - Premature Ventricular Contraction

“*AP8 - Atrial Premature Beats
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TASLE 28 (Continued)
PN 200-110 STUDY NO. 101

ECGC EXAMINATION

NEWLY-OCCURRING ABNORMALITIESe

Yreatment i Patient
uroup Type Number Weeks Specific Abnorm-lities
PN 20 mg Rnysthm 05 5 One Pv8*
154 2 Sinus Tachycardia (ate = 104)
216 5 Sinus Bradycardia (Rate = 52)
N 2 APu**: PVB's*
‘ - 351 L PyR'g?®
158 2 PyC*
&89 2 Sinus Bradycardgla (Rate - 5&)
Inierpret:  fur of 2 2 Left Atriel Enlargement; intraat-i{:}
rC3 Biock; Mon-Specific ST-Wave Chan-es
Artifact Present
0 2-5 Non-Specific St-Wave Changes
3 1 Hcr-Specific ST-wave Changes
4 Electrical and Muscle #riifact
( p-Jo B 1-5 Non-Specific ST-wavs rhangts
' 1,2 Left Atrial Abnormality
320 1,3,4,55 Left Axic Devlatlion
Z-a Non-Specific S1-T Cranges |
321 4 Poor R-Wave Frogiession
| 127 2 Non-Sgreci fic ST-T Changes;
Increesed QT Interveal
51 4 Low Voltage in Limb Leade
-3 1 teft Axis Deviation
285 2,5 LvH by Yoltsge Criteria
469 2,5 Prolonged QT
Placsto Rrythm 61 2 Markeod Sinus Arrhythmia
308 2-5 Frequent APB's**
325 3,8 Possible Ectopic Atrial
32y 1 Occasional PvVC*
352 5 Rzre PVC* ]

spefined as an abnormality reported curino the double-blind pericd that was nnt prese-:

during the placebo washout or an at-ormality (reported during the piacebo -~ushout) that

worsenad during the treatment perlod,

*pvC (PVB) - Prensture vVentricular Contrasction

*'aP8 . Atrlial Premature Buats
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TASLE 28 (Continued)
M PN 200-110 STUOY NG. 301

ECGC EXAMINATION
NEVLY-OCCURRING AGNORMALITICS®

! Treata.nt Patient
1 Group Type Number Weeks Specific Avnurmalitics
; Placebo Rhytha 404 1 Sinus Bradycardia (Rate = 55)
: {cont'd) 421 1 Sinus Bradycrrdia (Race = $7)
| 461 3 Irregular Sinus Rhythm
Interpretation of 139 1-3 Left Atrizl Enlargenment
"“CcG 113 1,2 QT FProlongation
117 5 Left Axis Deviation
304 1-5 Voltage Criteris for LVH
2-5 Left Axis Abnormaifity
2 Q-vaves {n V1 and v2
310 1,4,5 Non-SpeciTic ST-T Changes
3,4 Borderline Voltage for Lvh
‘ Ia 5 1* AV Block; Minor Non-Spzcific
$7-T Changes
. 325 2-a Non-Specific ST Abnormalities
226 5 Voltage Criteria for LOH
N 1,3 Borderiine Voltagy for LV
212 4,5 Q-¥aveEs Leads 11, III1;
1* Heart Blocl:
5 Left Axis Deviation
418 3 Nun-Specific ST-T Changes
&6t ¥ Non-Specific ST-T Changes

*Defined as an abncrmality reported d.ring the double-blind period that was not presenrt
during the placebo washout or an ab-ormality (reportecd during thz placebo weshout) thct
worsened during the - treatment perfod.

*PVC (PVB) - Frewature Ventriculur Contrsction

*APB - Atrial Premature Beats
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Orzpleter: Only 1 ratiats
Verldle Toontrert o, of Dotel ine Sosk ) Work 2 Metens Mean m. Samiling Endgor} 2
Group Peliorts Potigrts
Yaan S.0. topeny Cherge 5.0, Seen Charge o0, aw Twrge %0, ewn 3.0, ey Cwwye 1.0,
wkricular fiste® | ! Swug 32 4.3 10.26 4.0 . | 8.1 é.9avve | 9,02 3.72%¢ oy 6.33 74.33 10.% ; 3.%3° o | 1L}
(par »in.) .o e . ol . v
BN 0 ag br4 63.97 [ B ] €.30°% ~— {108 7,09% 9.42 £.9% - 7.4 n.2y 9.65 . 44000 9. 18
(1] e L 1] 8
PN 12 ¥ 1.8 10,64 p o LR 8.63 5.82000. 9.60 5.92¢0° . 7.9% L 71.%3 10,3 LI LU 9.46
. .l (1) .ol Ol
PN 70 mg n .16 12.39 !.7“-—l | 10.64 3.65‘--4 10,27 2.66('}}" .72 1 .73 13.00 . Z.D-L .67
9 ] ( )
Pliaceho 3 78,91 2.7 -3.60 7.81 [ 2.0 8.6 -1, i 6.97 aq 75 00 12.34 { ~1.98 8.4
& Imterval M Smg 3 0.3 | 00191 -0C 0.0% 0.002 0.01% | 3. 0.0M ”’ 0.%1 c.on” -O.Ml'—‘ 0.013
{vec.) ] (*)
M 10 ng 32 0.170 { 0,03 | -0.000°° - 0,017 | -0.008¢ 0.019 | .n.007¢ 0.0 j 0.%6 | 6.0 | -0.00% J.08
[ It |
PN 13 ng » 0.174 | 0.022 { -0.003 0.713 * 2.0 0.014 | -0.004(*) 0.c*. 0.173 { 0.022 | <0.00Y 0.0
PG m 0.168 ' 0.019 -0.0':-1"; 0.01) | -0.00 0.018 | -0,0M 0.0'2 [} 0.%8 ) 0,09 ! .0.002 0.09
Plazehd 34 cose | com ! o.ont - 0.006 | -0.004 0.020 } -0.0C" 0.01) 40 0.%3] 0.023| 0.002 0.0w
RS Nuration PN 3w n 0.081 0.00 | 0.002 0.012 | 0.02C 0.010 { 0.00! 0.nw Cd 0.080 | 0.0%0 | 5.00% 0.011
(me.)
™MWOm 32 0.082 | 0,006 | -0.001 0.0 0.001 .00 0.001 3.0M b 0.000 | 0.0 0.0G1 0.01)
PN 15 g b 24 0.07 | 5.0012] o.nM | [t Bt A 0.012} 0.002 0. P !! 0.072 | 0012 ] ~.004% 0.612
PN 20, 37 0.032 0.090 | <0.202 0.0t 0.900 9.00 0.u0) * 0.007 4 0.082 0.0\ 0.00% ([) 0.0
Placebe 2 0.u"3 { 0.0W ; .0,001 0.0 0.00% c.otr | -0.001 0.008 [} 0.0 | 0.0t | 0.000 0.0
-7 Intaped? Lo B 32 0.376 | 0.0 { -0,00% -—‘ 0,95 | 0.90? --l 0.020 | 0,00} —‘ 0.05 an 2.774 | ¢c.ax -0.005-——‘ 6.03Y
(sac.) . (]
PN W0 » 31 0.306 | 0.0X } -0.012° o I 0.0 | -C.0M® — 0.030 | -0.012° e 0.024 » 0.3 0.030 | <0.01)** ~— 0.9
. Ql‘ '.‘ Il‘ C‘
PN 1% ag 5 0.987 | 0.02 | .0.005 — | | 0.023 | -0.0100e 0.0 | -0.010% - 0.023 0.:¢ 0.0% ] 0.015%% 0.0
’ ot ol d on‘
FA 20 oy b2 8.377 § 0.0 ) 0,002~ 0.:2 ] o.om 0.07% | -n.ocw- 2.00 4 0.37¢ | ©0.0@ ] -0.003, 0,024
| @ ol § ‘ ! 13) u
' | elaceba L7} 03w | 0.0 | oonllli] 0.033) oen c.o41 | o.012(r 0.010 a 0.%7] 0.083} 0.0 - 0.040
——— i

p<0. 16, *p<.03, **~7.01, **nC 001
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Hemoglodin gt ™ 3sg n U8 1.0 ' 0.22 0.86 o.18 0.4 » 14,60 1.a) 0.13 29
(112-0-6) PN 10 g v 1,36 | 1.2 0.9 0.7 <. 1 " 0.74 3 wes | 1L: 0.7 = 0.7
PN 13 g » ) oo ' 1.32 o1 0.07 0.1 _:.' 0.92 n e | 1e o. iy .20
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MU o 20 | 420 243 ' 2.73 0.66 2.13 »” .37 £.60 1.%
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